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Sir^ 

A filing receipt for the above-identified patent application has been issued by the U.S. Patent and 
Trademark Office (copy attached) and has been found to contain the following error(s): 

(1) The title reads "Recombinants Process For Preparing a Complete Malaria Antigen 
GP190/MSPr', but should read --Recombinant Process For Preparing a Complete Malaria 
Antigen GP190/MSPI~. 
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page of the specification indicates that the title is "Recombinant Process For Preparing a Complete 
Malaria Antigen GP190/MSPI". Copies of all of the above documents are attached. 
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Date: Ju/v > ^OC^O 



BOZICEVIC, FIELD & FRANCIS LLP 
200 Middlefield Road, Suite 200 
Menlo Park, CA 94025 
Telephone: (650) 327-3400 
Facsimile: (650)327-3231 

FADOCUMENTAGRUE (Gruenecker, Kinkelciey...)\003\req for 



RespectfiiUy submitted, 

BOZICEVIC, FIELD & FRANCIS LLP 




filing rct.wpd 



1 



Recombinant process for preparing a complete malaria antigen, gp190/MSP1 

The invention concerns a recombinant manufacturing process for the complete malaria 
antigen gp190/MSP1, as well as separate naturally-occurring domains and parts of the same, 
by expression of a synthetic DNA sequence. The invention concerns in addition the DNA 
sequences produced by the process and the host organisms used for the expression of the 
DNA sequences. In addition the invention concerns the use of the complete malaria antigen 
as well as parts thereof as a vaccine for immunization against malaria. 

Finally the invention under consideration concerns a stabilization process 
for AT-rich genes, as well as stabilized genes which are characterized by a reduced AT 
"content 

Malaria is one of the most significant infectious diseases in the worid. According to WHO 
reports, in 1 990 40% of the worid population in 99 countries was exposed to the risk of 
malaria. At the same time its distribution is enonmously on the increase. This may be ascribed 
above all to intensive development of resistance in the parasites causing malaria, promoted 
by the recommendation and use as prophylactics of the drugs intended for treatment Besides 
the search for new and effective chemotherapeutic agents hope is nowadays directed towards 
the development of vaccines, since people in areas of the worid where malaria is epidemic do 
manage to develop some kinds of immunity. As well as a natural resistance to malaria, such 
as that found in heterozygous caniers of the sickle-cell gene and people with thalassaemia 
and glucose-6-phosphate dehydrogenase deficiency, in the course of malarial infection in 
humans immune mechanisms can be stimulated which express themselves in a heightened 
capacity for resistance to the Plasmodia. Consequently the course of the disease in 
populations exposed to severe epidemics is generally less threatening than in persons 
exposed to the infection less frequently or for the first time. 

The main problem in the development of a vaccine is the identification of an antigen which can 
induce protective immunity, since there is no easily accessible well-defined animal model 
available for the four parasites affecting man. The organism causing malaria belongs to the 
Plasmodium group, of which infection with one of the four parasites Plasmodium vivax, 



